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SUMMARY

The objective of this study was to determine the potential toxicity of H-25435 following repeated
dermal exposure. The test substance was applied to the shaved, intact skin of male
Crl:CD®(SD)IGS BR rats for 6 hours/day for 28 consecutive days. Three groups of 10 male rats
were treated dermally with 10, 100, and 1000 mg/kg/day H-25435. A control group of 10 male

- rats was similarly treated with deionized water. The rats were observed for mortality, clinical
signs, dermal effects, and body weight effects during the study. Food consumption was
determined weekly during the study. Blood samples for total fluorine were collected on test days
-4, 3,9, and 21. Blood and urine samples were collected for clinical pathology prior to sacrifice
on day 29. All rats underwent necropsy for gross and microscopic pathological evaluation.

There were no effects on body weight, food consumption, food efficiency, or mortality at any
dosage. No clinical signs attributable to systemic toxicity occurred. No dermal irritation was
observed during the study.

Some fluorine was present in the day 21 blood from rats dosed with the test substance, indicating
exposure to a fluoride-containing compound. This finding was considered to be treatment-
_ related but not adverse.

Organ weights were not different in a dose response fashion in either incidence or severity.
Gross observations and microscopic findings occur spontaneously in rats of this strain and age
and were not present in a dose response fashion in either incidence or severity.

There were no adverse changes in hematology parameters. Aspartate and alanine
aminotransferase activities were increased along with increased sorbitol dehydrogenase activities
in rats treated at 1000 mg/kg/day. These increases were considered to be potentially adverse.
Urine fluoride was increased in rats treated at 1000 mg/kg/day, indicating exposure to and
metabolism of a fluoride-containing compound. This urine fluoride increase was considered to
be treatment-related but not adverse.

Based on the presence of mildly increased liver enzymes at 1000 mg/kg/day, the no-observed
effect level (NOEL)” for the dermal exposure of H-25435 under the conditions of this study was
100 mg/kg/day for male rats.

*  The NOEL for this study is defined as the highest dose at which toxicologically important effects attributable to
the test substance were not detected. Thus, for this study, the NOEL is equivalent to the NOEL as defined by
the U.S. EPA (1985) and to the no-observable-adverse-effect level (NOAEL) as defined by the European Union
(1994).
Company Sanitized. Does not contain TSCA CB!
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INTRODUCTION

The purpose of this study was to evaluate the toxicity of H-25435 in rats when administered
dermally for 28 days. This study was intended to provide insight to the possible human health
hazards associated with repeated dermal exposures to the test substance over a limited period of
time.

A range-finding study was conducted to aid in dosage selection for the 28-day dermal study.
Groups of 2 male rats received dermal applications of H-25435 at dosages of 10, 60, 500, or
1000 mg/kg for 6 hours for 4 consecutive days. No dermal irritation was observed, and no test
substance-related clinical signs or body weight losses occurred. Based on the lack of toxicity
observed in the range finding study, dosages of 0, 10, 100, and 1000 mg/kg/day were selected for
the 28-day study. :

STUDY DESIGN
Group Number/Group Dosage (mg/kg)
I 10 0
I 10 10
\% 10 100
viI 10 1000
" MATERIALS AND METHODS

A. Test Guidelines
Except as noted below, the study design complies with the following test guidleines:

» Office of Prevention, Pesticides and Toxic Substances (OPPTS) U.S. Environmental
Protection Agency (EPA) (1998). OPPTS 870.3200 21/28-Day Dermal Toxicity. Health
Effects Test Guidelines.

* Organisation for Economic Co-Operation and Development (OE(fD) (1981). 410 Repeated
Dose Dermal Toxicity: 21/28-Day Study. Guideline for Testing of Chemicals.

Only male rats were treated. This exception did not affect the objectives or validity of the study
because males are the more sensitive sex to the toxicological effects of fluorinated test
substances such as H-25435.

Company Sanitized. Does not contain TSCA CBY
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B. Test Substance

The test substance, H-25435, was supplied by the sponsor as an amber brown liquid. The test
substance appeared to be stable under the conditions of the study. No evidence of instability,
such as a change in color or physical state, was observed.

All of the test substance administered was assumed to be available for absorption. For the
purposes of this study, all toxic effects were reported as a function of the administered dosage.

C. Test Species

On October 15, 2002, 44 male Crl:CD®(SD)IGS BR rats, with an assigned birth date of
September 2, 2002, were received from Charles River Laboratories, Inc., Raleigh, North
Carolina.

The Crl:CD®(SD)IGS BR rat was selected because extensive background information is
available from the literature, the supplier, and previous studies conducted at Haskell Laboratory.
This strain is also considered suitable relative to hardiness and low incidence of spontaneous
disease.

D. Animal Husbandry
1. Housing

Rats were housed singly in stainless steel, wire-mesh cages‘ suspended above cage boards.
2. Environmental Conditions

Animal rooms were maintained at a temperature of 19-25°C and a relative humidity of 30-70%.
Animal rooms were artificially illuminated (fluorescent light) on an approximate 12-hour
light/dark cycle. Excursions outside of these ranges were of insufficient magnitude and/or
duration to have adversely affected the validity of the study.

3. Feed and Water

Tap water was provided ad libitum. PMI® Nutrition International, LLC Certified Rodent
LabDiet® 5002 meal was available ad libitum except when the rats were fasted.

4. Identification

Prior to assignment to groups, each rat was temporarily identified by a cage card affixed to the
outside of its cage. After assignment to groups, each rat was assigned a unique 6-digit Haskell
animal number and an individual cage identification number. The last 3 digits of the Haskell
animal number were tattooed on the tail of each rat. The information on the cage labels included
the Haskell animal number and the individual identification number assigned to each rat,

Company Sanitized. Does not contain TSCA B!
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5. Health Monitoring Program

As specified in the Haskell Laboratory animal health and environmental monitoring program, the
following procedures are performed periodically to ensure that contaminant levels are below
those that would be expected to impact the scientific integrity of the study:

*  Water samples are analyzed for total bacterial counts, and the presence of coliforms, lead,
and other contaminants.

¢ Feed samples are analyzed for total bacterial, spore, and fungal counts.

* Samples from freshly washed cages and cage racks are analyzed to ensure adequate sanitation
by the cagewashers. :

Certified animal feed is used, guaranteed by the manufacturer to meet specified nutritional
requirements and not to exceed stated maximum concentrations of key contaminants, including
specified heavy metals, aflatoxin, chlorinated hydrocarbons, and organophosphates. The
presence of these contaminants below the maximum concentration stated by the manufacturer
would not be expected to impact the integrity of the study.

The animal health and environmental monitoring program is administered by the attending
laboratory animal veterinarian. Evaluation of these data did not indicate any conditions that
affected the validity of the study.

E. Pretest Period

Upon arrival at Haskell Laboratory, the rats were quarantined for 6 days. The rats were weighed
3 times and examined daily for any clinically apparent signs of disease or injury.

On the bases of acceptable body weight gains and clinical signs, the rats were released from
quarantine on test day -8 by the laboratory animal veterinarian's designee.

F. Assignment to Groups and Study Start

Forty rats were selected for study use on the bases of adequate body weight gain, freedom from
clinical signs of disease or injury, and a body weight within + 20% of the mean. The selected
rats were divided by computerized, stratified randomization into 4 groups of 10 rats, so that there
were no statistically significant differences among group body weight means.

Dose administration with H-25435 began on test day 0 when the rats were approximately
& weeks of age.

G. Test Substance Preparation and Administration

On the day. prior to the first treatment, the fur of each rat was closely shaved to expose the skin
from the back and trunk. On each day of treatment, the rats wore plastic collars during the

Company Sanitized. Doos not contain TSCA OB}
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exposure period to prevent ingestion of the test substance and disruption of the wrappings. The
area to be treated was marked on the back of each rat with a water-insoluble marker. The
-approximate total body surface area covered for the 0, 10, 100, and 1000 mg/kg/day groups was
1.2%, 0.1%, 0.3%, and 1.5%, respectively. The volume of neat test substance or vehicle was not
sufficient to cover 10% of the total body surface area. The test substance was applied evenly and
as thinly as possible to the test site. The test substance was covered with a 2-ply porous gauze
dressing followed by successive layers of stretch gauze (no more than 8 layers) and self-adhesive
bandage. Each day of dosing, the control rats received the same volume of deionized water as
the high-dose treatment group. The rats were treated at approximately the same time each day.

Groups of 10 male rats were treated at dosages of 0, 10, 100, or 1000 mg of test substance per kg
body weight. The rats were treated for 28 consecutive days. The amount of neat test substance
needed to treat each rat was based on the most recently determined body weight measurement
and the test substance density of 1150 mg/mL.

The exposure period was approximately 6 hours. After the exposure period, the collars and
wrappings were removed and the test site was wiped with a wet paper towel and washed with
warm tap water. The test site of each rat was then gently patted dry and the rat was returned to
its cage. Control animals received the same washing technique as the treated animals.

The animals were reshaved as needed during the study to facilitate the evaluation of dermal
effects. The entire area that was originally shaved (including the untreated control skin) was
reshaved. The animals were shaved only after an evaluation.

H. Body Weights

All rats were weighed at 3-4 day intervals during the study.

L Food Consumption and Food Efficiency

The amount of food consumed by each rat was determined once per week throughout the study.
Individual food consumption was determined by weighing the amount of diet in each feeder at
the beginning and end of the week and subtracting the final weight and the amount of spillage
from the feeder during the week from the initial weight. From these measurements, mean daily
food consumption was determined. From the food consumption and body weight data, mean
daily food efficiency was calculated.

J. Mortality and Clinical Observations

The rats were checked twice daily for mortality and for signs of illness, injury, or abnormal
behavior.

Comnany Sanitized. Does not contain TSCA OB
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The rats were observed for clinical signs of toxicity and dermal effects after removal of the test
substance. The Draize Scale was used to score skin irritation. Adjacent areas of untreated skin
were used for comparison. The rats were also observed for clinical signs at each weighing.

K. Total Fluorine and Perfluorooctanoic Acid Level Evaluations

Blood was collected into EDTA tubes from the orbital sinus of the first 5 rats in each group on
test days -4, 3, 9, and 21 approximately one hour after removal of the test substance. The blood
was refrigerated. The total fluorine content of the day 21 blood samples was determined by using
a Wickbold torch combustion method followed by analysis with a fluoride ion selective
electrode. The remaining samples were not analyzed. Fluorine blood analysis was performed at
Jackson Laboratory, Deepwater, New Jersey. :

Additional blood was collected from the vena cava of all rats at necropsy into a tube containing
EDTA. Plasma was prepared and stored frozen at -80°C to -20°C. Concentration of
perfluorooctanoic acid (PFOA) will be determined. The results of the analysis will be presented
in a supplemental report. '

L. Clinical Pathology Evaluation

- A clinical pathology evaluation was conducted on all rats 29 days after initiation of the study.
The day before collection of samples for the clinical pathology evaluation, the animals were
placed in metabolism cages. These animals were fasted overnight (approximately 16 hours) and
urine was collected from each animal. Blood samples for hematology and clinical chemistry
measurements were collected from the orbital sinus of each animal while the animal was under
carbon dioxide anesthesia. Blood was collected from the vena cava and was placed in a serum
tube, processed to serum, and frozen at -80°C. Bone marrow smears were prepared at sacrifice
from all surviving animals. Bone marrow smears were stained with Wright’s stain, but analysis
was not necessary to support experimental findings. '

1. Hematology

Blood samples were evaluated for quality by visual examination prior to analysis. Complete
blood counts, including reticulocytes, were determined on a Bayer® Advia 120 hematology
analyzer or determined from microscopic evaluation of the blood smear. Wright-stained blood
smears from all animals were examined microscopically for confirmation of automated results
and evaluation of cellular morphology. Blood smears, stained with new methylene blue, were
prepared from each animal undergoing a hematology evaluation but were not needed for
examination.

The following hematology parameters were determined:

red blood cell count red cell distribution width
hemoglobin . : absolute reticulocyte count
hematocrit platelet count
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mean corpuscular volume white blood cell count
mean corpuscular hemoglobin differential white blood cell count

mean corpuscular hemoglobin concentration microscopic blood smear examination

2. Clinical Chemistry

Serum clinical chemistry parameters were determined on a Roche Diagnostics (BMC)/Hitachi®
717 clinical chemistry analyzer. Plasma fluoride concentrations were determined using a phil2
pH meter and a fluoride-selective electrode.

The following clinical chemistry parameters were determined:

aspartate aminotransferase glucose
alanine aminotransferase total protein
sorbitol dehydrogenase albumin
alkaline phosphatase globulin
total bilirubin ‘ ' calcium
urea nitrogen inorganic phosphorus
creatinine sodium
cholesterol potassium
triglycerides chloride
fluoride®

3. Urinalysis

Urine volume and appearance (quality, color, and clarity) were measured and evaluated visually,
respectively. Urine constituents were semi-quantitatively measured on a Bayer Clinitek® Atlas™
Automated Urine Chemistry analyzer. Urine protein was measured on a Roche Diagnostics
(BMC)/Hitachi® 717 clinical chemistry analyzer. Urine osmolality was determined using an
Advanced Osmometer 3900. Urine fluoride concentrations were determined using a phil2 pH
meter and a fluoride-selective electrode, and total urine fluorides were calculated (volume x
concentration). Sediments from all urine specimens were evaluated microscopically.

The following urinalysis parameters were determined:

quality , ketone

color ' bilirubin :

clarity blood

volume urobilinogen

osmolality fluoride®

pH protein

glucose microscopic urine sediment examination

Fluoride determination was analyzed on EDTA plasma.
Fluoride determination was analyzed from urine with EDTA added.
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M.  Anatomic Pathology Evaluations

Rats were fasted after 3 p.m. on the afternoon before their scheduled sacrifice. A final sacrifice
was performed on the rats following the final clinical pathology evaluation. All rats sacrificed by
design underwent a gross and microscopic evaluation. Rats were euthanatized by carbon dioxide
anesthesia and exsanguination. The order of sacrifice was random among all treatment groups.

The following tissues were collected from the rats:

gross observations®

liver"

kidneys®

thyroid gland (after fixation)®
skin (treated and untreated)
teeth

a  Gross observations made at necropsy for which histopathology was not appropriate {(e.g., fluid, ruffled fur, and
missing anatomic parts) was generally not collected.
b  Organs weighed

All tissues were placed in an appropriate fixative.

The rats had the following organs weighed: liver, kidneys, and thyroid. Relative organ weights
(percent of final body weight) were calculated. Final body weights determined just prior to
necropsy were used in the assessment of organ weight changes.

Tissues collected from rats in the high-dose and control group were further processed to slides,
stained with hematoxylin and eosin, and examined microscopically. Most gross lesions and any
additional target organs from rats in the low- and intermediate-dosage groups were evaluated
microscopically. Selected gross observations for which a microscopic diagnosis would not be
additive (e.g., osteoarthritis, pododermatitis, chronic tail dermatitis, calculus, and deformities of
the teeth, toe, tail, or ear pinna) were saved, but were not processed for microscopic evaluation.

Company Sanitized. Doas not contain TSCACRH]
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N.

Statistical Analyses

Significance was judged at p < 0.05.

Method of Statistical Analysis

I preliminary test is not [ If preliminary test is
Parameter Preliminary Test significant significant
Sequential application‘” of ..
. Test for lack of trend® the Jonckheere-Terpstra Pr?hn:nnary fests, for
Body Weight trend test® pairwise comparison
Body Weight Gain OR®
Food Consumption T Cpw——
Food Efficiency hcf;?eersleies (5)0;1 d One-way analysis of Kruskal-Wallis test!'?
Organ Weight Sha ifo-W:ﬁ( test® for variance” followed with | followed with Dunn's
norrllj‘lali tyb Dunnett's test®*19 test(!?
ﬁsr‘:see;ss%f)o:n d One-way analysis of Kruskal-Wallis test!' "
Clinical Pathology* Sha ifo-W'tlyk test® for variance” followed with | followed with Dunn's
nompxali v ! ° Dunnett's test®>1? test?
Survival
Inmdgrtl)zzr(:,f;t(il(l)lical None Cochran-Armitage test for trend"*
Incidence of Dermal Effects

a  Pairwise comparisons and associated preliminary tests were only conducted if the test for lack of trend was

significant.

b If the Shapiro-Wilk test was not significant but Levene's test was significant, a robust version of Dunnett's test
was used. If the Shapiro-Wilk test was significant, Kruskal-Wallis test was followed by Dunn’s test.

¢ If the incidence was not significant, but a significant lack of fit occurred, then Fisher’s Exact test!® with a

 ‘Bonferroni correction was used. ' :

d  When an individual observation was recorded as being less than a certain value, calculations were performed
on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05 was used for any calculations
performed with that bilirubin data.
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RESULTS AND DISCUSSION

In-Life Toxicology

A, Mean Body Weights and Body Weight Gains
(Tables 2-3, Figure 1, Appendix B)

No effects on body weights or body weight gains occurred in any group of rats dosed with the
test substance, H-25435. '

B. Food Consumption and Food Efficiency
(Tables 4-5, Appendix C)

No effects on food consumption or food efficiency occurred in any group of rats dosed with the
test substance.

C. Clinical Observations, Dermal Evaluations, and Survival
(Tables 6-8, Appendices D-F)

No clinical signs resulting in systemic toxicity occurred. Red ocular discharge was observed in
all rats during the study. Red nasal discharge and swollen face were observed in rats in all dose
groups. These clinical signs are considered to be due to the wrapping/collar application
procedure. Superficial wounds and hair loss were present in both treated and control animals and
were not considered test substance-related. The observation of dark eye in one rat treated at -
100 mg/kg was short in duration, was not observed in any other rats, and therefore is not
considered to be test substance-related.

No dermal irritation was observed during the study.

No deaths occurred.

D. Blood Fluorine Analysis
(Appendix G)

There was some fluorine present in the day 21 blood from rats dosed with the test substance.
This indicated exposure to a fluoride-containing compound and is considered to be treatment
related but not adverse. Two rats treated at 10 mg/kg/day had fluorine levels below the limit of
quantification (LOQ). The remaining 3 rats had levels ranging from 0.52 to 5.96 ppm. The rats
treated at 100 mg/kg had levels of fluorine ranging from 0.54 to 0.78 ppm. Two rats treated at
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1000 mg/kg/day had fluorine levels below the LOQ. The remaining 3 rats had levels ranging
from 1.22 to 1.38 ppm. All values for the control rats were below the LOQ.

E. In-Life Conclusions

Under the conditions of this study, the no-observed-effect level for inlife parameters was
1000 mg/kg/day for male rats based on the absence of adverse effects.

Clinical Pathology Evaluations

A, Hematology
(Table 9, Appendix H)

There were no adverse changes in hematologic parameters in males. The following statistically
significant changes in mean hematologic parameters were considered to be non-adverse or not
related to exposure to the test substance:

* Mean red cell parameters (red cell count, hemoglobin, and hematocrit) were similarly
decreased in males dosed with 10, 100, or 1000 mg/kg/day (statistically significant for red
cell count at 10 mg/kg/day, and for hemoglobin and hematocrit at 100 and 1000 mg/kg/day).
There was no dose-relationship to the changes, despite the 100-fold range of doses. There
were no correlative changes in other red cell parameters (reticulocytes, indices, or
morphology) that would be expected with processes that alter red cell mass. In addition, red
cell mass parameters for the three dosed groups were similar to that of the control groups on a
recent dermal study.!® It is likely that the apparent decrements in red cell mass were due to
higher than usual red cell mass in the control group, rather than a direct effect of the
compound. Therefore, these changes were considered to be unrelated to treatment.

» Eosinophils were minimally increased in males dosed with 1000 mg/kg/day (147% of control
group mean). Due to the consistency of change, this increase was likely to be due to '
treatment. There were no other alterations in leukocyte counts, and no correlative histologic
changes. In addition, eosinophils counts of all individual rats dosed with 1000 mg/kg/day
were within the range of the control group counts. Therefore, although this change was
possibly related to treatment, it was considered to be non-adverse. )

B. Clinical Chemistry
(Table 10, Appendix H)

Aspartate and alanine aminotransferase activities were minimally (aspartate aminotransferase) to
mildly (alanine aminotransferase) increased in some males dosed with 100 or 1000 mg/kg/day.
In these groups, mean activities were statistically significant, and were 133-144% of control for
aspartate aminotransferase, and 200-222% of control for alanine aminotransferase. In individual
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affected rats, generally activities of both enzymes were elevated. Sorbitol dehydrogenase was
also increased in affected rats in both groups, although mean activities were not statistically
different from the control mean. The presence of increased transaminases and sorbitol
dehydrogenase indicates hepatocellular injury. Histologically, there were no alterations in the
liver. Due to the magnitude of the change, this effect was considered to be potentially adverse.

There were no other adverse changes in clinical chemistry parameters. The following statistically
significant changes in mean clinical chemistry parameters were considered to be non-adverse or
not related to exposure to the test substance:

* Alkaline phosphatase was minimally increased in males dosed with 1000 mg/kg/day (mean
was 136% of control group mean). This change was possibly related to treatment. However,
the magnitude of change was very small. In addition, there were no alterations in correlative
clinical or anatomic pathology parameters. Increased alkaline phosphatase activity did not
occur in the same rats that had increased transaminase and sorbitol dehydrogenase activities.
Therefore, although this change was possibly related to treatment, it was considered to be
non-adverse. '

»  Bilirubin was statistically and minimally increased in males dosed with 1000 mg/kg/day
(133% of control group mean). Mean and individual bilirubin concentrations for this group
(mean: 0.12 mg/dL, individual values: <0.10 to 0.16 mg/dL) were well within the historical
age-matched control range (control mean range: 0.09-0.29 mg/dL; range of individual
animals: 0.07-0.33 mg/dL). Based on individual rat data compared to the control and other
treated groups, this change was unlikely to be related to treatment. Regardless, the
magnitude of change was very small, and non-adverse.

*  Cholesterol was minimally increased in males dosed with 10, 100, or 1000 mg/kg/day.
Although this change may have been related to treatment, the magnitude of change was very
small, and was not expected to result in adverse events. Therefore, this change was
considered to be non-adverse.

* Triglycerides were minimally increased in males dosed with 10, 100, or 1000 mg/kg/day
(147%, 150%, and 187% of control group means; statistically significant only at
1000 mg/kg/day). Increased triglycerides were likely to be treatment-related. However, the
magnitude of change was very small, and was not expected to result in adverse events.
Therefore, this change was considered to be non-adverse.

The following statistically significant change in mean clinical chemistry parameters was
considered to be non-adverse because it was unrelated to dose:

* Minimally decreased albumin in males dosed with 100 mg/kg/day
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C. Urinalyses
(Table 11, Appendix H)

There were no adverse changes in urinalysis parameters. The following statistically significant
changes in mean urinalysis parameters were considered to be non-adverse:

*  Urine osmolality was mildly decreased (62% of control group means) in males dosed with
1000 mg/kg/day. This was associated with an appropriate tendency (not statistically
significant) towards minimally higher urine volumes in this group. There were no alterations
in other renal parameters on this study. The presence of decreased osmolality with increased
urine volume, in the absence of other changes in renal parameters, has no toxicologic -
significance. Therefore, this change was considered to be non-adverse.

*  Urine protein concentration was decreased in males dosed with 1000 mg/kg/day. Decreases
in urine protein concentration were secondary to increased urine volume. In addition,
decreases in urine protein have no toxicologic significance. Therefore, this change was

considered to be non-adverse.

D. Urine and Plasma Fluoride

‘There was no effect of treatment on plasma fluoride concentration.

Urine fluoride (total fluoride excreted ovemight) was increased in males dosed with

1000 mg/kg/day (Text Table I). Increased urine fluoride indicates exposure to and metabolism of

a fluoride-containing compound.

Text Table I: Mean urine fluoride for males

Dose (mg/kg/day)
Parameter (units) 0 10 100 1000
UFLU (ug) 14.8 17.4 19.2 33.9
% of control mean NA 118% 130% 229%

Statistical significance is indicated by bold italicized type

E. Clinical Pathology Conclusions

In conclusion, dermal dosing of male rats with 1000 mg/kg/day resulted in increased aspartate
and alanine aminotransferase activities, along with increased sorbitol dehydrogenase activities, in
some rats. This change was considered to be potentially adverse. Urine fluoride was increased
in males dosed with 1000 mg/kg/day; this change indicated exposure to and metabolism of a
fluoride-containing compound, and was considered to be treatment-related but non-adverse.

Therefore, under the conditions of this study and for the clinical pathology parameters measured,
the no-observed-effect level was 100 mg/kg/day for male rats, based on the presence of mildly

increased liver enzymes at 1000 mg/kg/day.
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Anatomic Pathology Evaluations

A. Mortality
There were no early deaths.
B. Organ Weights
(Table 12, Appendix I)
Organ weights were not different in a dose response fashion in either incidence or severity.
C. Gross Observations
(Table 13, Appendix J)

All gross observations noted are known to occur spontaneously in rats of this strain and age and
were not present in a dose response fashion in either incidence or severity.

D. Microscopic Findings
(Table 14, Appendix J)
All microscopic observations noted are known to occur spontaneously in rats of this strain and
age and were not present in a dose response fashion in either incidence or severity.
E. Anatomic Pathology Conclusions

‘Under the conditions of this study, the no-observed-effect level for pathology was
1000 mg/kg/day.
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CONCLUSIONS

No deaths occurred during the study. No adverse test substance-related effects on body weight,
food consumption, food efficiency, clinical signs, or dermal irritation were seen in male rats that
received 28 applications of H-25435 applied daily to the shaved skin. Organ weight differences,
gross observations, and microscopic findings were considered to occur spontaneously in rats
and/or were not present in a dose response fashion. There were no adverse changes in
hematology or urinalysis parameters.

Dermal administration of H-25435 resulted in increased aspartate and alanine aminotransferase
activities along with increased sorbitol dehydrogenase activities at 1000 mg/kg/day.

The no-observed-effect level (NOEL)® was 100 mg/kg/day based on the presence of mildly
increased liver enzymes at 1000 mg/kg/day.

RECORDS AND SAMPLE STORAGE

All data and records for analytical characterizations conducted by the sponsor will be retained by
the sponsor. Laboratory-specific or site-specific raw data, such as personnel files and equipment
records will be retained by the facility where the work was done. :

B A sample of the test substance will be collected for archive purposes and retained at Haskell

Laboratory, Newark, Delaware. Specimens (if applicable), raw data, and the final report will be
retained at Haskell Laboratory, Newark, Delaware or at Iron Mountain Records Management,

Wilmington, Delaware. '
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ABBREVIATIONS:

Summary of Hematology Values
RBC - redblood cell count

HGB - hemoglobin
HCT - hematocrit
MCV -
MCH -
MCHC -
RDW -
ARET -
PLT - platelet count
WBC - white blood cell count
ANEU -
ALYM - absolute lymphocyte
AMON - absolute monocyte
AEOS - absolute eosinophil
ABAS - absolute basophil
ALUC -

Summary of Clinical Chemistry Values
AST - aspartate aminotransferase
ALT -

SDH -
ALKP - alkaline phosphatase
BILI - total bilirubin
BUN - ureanitrogen
CREA - creatinine
‘CHOL - cholesterol
TRIG - triglycerides
GLUC - glucose
TP - total protein
ALB - albumin
GLOB - globulin
CALC - calcium
IPHS - inorganic phosphorous
NA - sodium
K - potassium
CL - chloride
PFLU -

mean corpuscular volume
mean corpuscular hemoglobin

TABLES

EXPLANATORY NOTES

mean corpuscular hemoglobin concentration

red cell distribution width
absolute reticulocyte count

absolute neutrophil (all forms)

absolute large unstained cell

alanine aminotransferase
sorbitol dehydrogenase

plasma fluoride
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TABLES

EXPLANATORY NOTES (Continued)

ABBREVIATIONS: (Continued)

Summary of Urinalysis Values
VOL - volume
UOSM - urine osmolality
pH - the logarithm of the reciprocal of the hydrogen ion concentration
URO - urobilinogen
UFLU - urine fluoride
UMTP - urine protein

NOTES:

Summary of Hematology Values

Summary of Clinical Chemistry Values

Summary of Urinalysis Values

When an individual observation was recorded as being less than a certain value, calculatmns
were performed on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05
was used for any calculations performed with that bilirubin data.

Company Sanitized. Does not contain TSCA CBl

-29.



IOMI

90 YIS 1 ulejliod jou seo( "poziiues Auedwiod

(0T)8°¥T (0T)T'T (oT)Z"0 (oT)8° €T

Z €82 v LZ 6°¢ 6°082 0TAYA
(0T)T° %1 (oT)0"T (oT)Z 0 (0T)¥'CT

S°0LZ §° 92 Lz §'L9T 6XYA
(0T)T°%T (oT)o"T (oT)Z 0 (oT)¥-2c

S QLT 5°9¢ L'z §'L92 8AYA
(0T %1 (oT)O'T (oT)Z°0 (0T)¥- 22

S 0LZ 592 L'z S°L92Z LENA
(0T)Z €T (0TYO" T (0T)T"0 (01)6°'61

€092 L*S2Z 9°z 1952 9xvd
(0T)Z €T (oT)O'T {oT)1°0 (0T)6°6T

£€°092 L'S2 92 1°95¢2 SEYA
(0T)Z €T {(oT)0"T {(0T)T'0 (0T)6°6T

£°09¢ L'Ss¢ 9°2 1982 vAYd
(0T)Z €T (0T)0°1 (oT)T 0 (01)6°61

£°09¢C L&z 9°¢ 17952 £AYA
(0T)9°0T (oT)O0'T (0T)T 0 (0T)9'9T

9 L¥Z A8 4 s°z z°2%2C ZXYd
(0T)9° 0T (01)0°'T (0T)T" 0 (0T)9° 9T

9°L¥Z 1A 24 sz zrzve TXv¥d
(0T)9°0T (oT)o'T (0T)T 0 (0T)9°'9T

9°L¥Z i 24 5°¢T z'2%¢T 0X¥d

000T 00T 0T 0 (B3/Bw) ebesoqg

IIA A ITI I :dnoas

(1) SIVY FTVIAN Y04 SHINNTOA HS0d AITddV ATIVA NVAN

[ HIdV.L

yLST1-1modng syey] ofeN U1 Apms Ae(1-87

Ko1xo ], peunra(g oso(I-pareaday :GEHST-H

(




lﬂml

180 YOS L UlRlos jou seo( "paziliueg Auedwod

(oT)€° 0% (0T} %" 1 (oT)Z 0 {oT) T €2

T°%I€ 0°0¢€ zZ'€ Z2°60¢€ TZAYd
(0T)6°8T (o) %" 1 {(0T)Z2°0 (ot)8°¥Z

T°Z0¢ 0°'6%Z 1°€ $°00¢ 0ZAYA
(0T)6°8T (oT)P'T {o1)Z°'0 (0T)8 %2

T°20¢ 0°6C 1€ 5°00¢€ 6 TAVA
(0T)6°8T {(oT)%' T (oT)Z" 0O (01)8°' %2

T°20¢ 0°62 T°¢ $°00¢ §TAYA
(0T)6°8T (0T) %" 1T {(cT)Z'0 (01)8° %2

1°20¢€ 0°'6%2 T°¢€ S 00¢€ LIXYA
(0T)2'ST (oT)E'T (oT)Z'0 {0T)9 €2

v €6C 1°82 0'¢ 8'06%¢ 9TAYA
(0T)Z° ST (oTye'1 (ot)z'0 (0T)9"¢€e

7 €62 1°82 0°¢€ 87062 STAYA
(oT)Z ST (oT)E"T (omyz- 0 (oT)9" €€

v €62 1°82 0°¢ 87062 PTAYA
(0T)8"%T (0ODT'T (ot)z'0 . (01)8°€C

Z €82 voLZ 6°2 6°082 £TAYA
{o1)8"%T (0T)T"T (oT)Z'0 (o1)s8- €2

Z°' €82 ¥ LZ 6°C 6°082 ZTAYA
(0T)8 " %T (0T)T"1T {(oT)2 0 (0T)8" €2

z'£82 LT 6°2 6°082 TTXYd

000T 00T 0T 0 (Bot/Bu) ebesoq

IIA A III I :dnoxn

(1) SIVY ATVIN 404 SHNNTOA ASOd AAITddV ATIVA NVAN

(ANNLINOD) 1 H19V.L

yLG11-uodnc syey] |[eN ul Apmig Ae(Q-87

\@858 1, [eunia(] 9sog-poreadsy :SEySZ-H

( ( (




INMI

180 Vs uisju

€0 j5u 555 "pozjjueg Auedwiod

(U) uoTIjeTADJ PIEBPUR]S
uesi ge ﬁmNﬁ.HmEEﬂm eljeg

(oT) L 02 (oT)8°T (oT)E" 0 (oT)Z"9C

720 A p° 1€ €€ y-oze 8TAYA
(0T)S 12 (oT)9'T (oT)T 0 (oT) ¥ 92

€°1Z¢ L°0€E £°¢ T'€1€ LTEYA
(0T)S" 12 (oT)9'T (oT)Z" 0 (0T)¥-9¢

€' 12¢ L°0€ €€ T°€T€ 9ZAYd
{oT)s 12 (0T)9°'T (oT)Z 0 (0T)¥ 92
A £ 4 L' 0€ €€ I°€1€ SZAYd
(01)S'1C (0T)9'1T (oT)Z°0 (0T) %" 92

£ 12¢ L°0€ €€ T°€1€ YZAYA
(ot)€-"0C (oT)%' T (ot)Z'0 (0T) T €2

T°vIE 0'0€ Z'€ Z 60¢€ €ZXYA
(oT)e oz (o) ¥ 1T (oT)2'0 (0T)T €2 ’

T°¥%TE 0°0¢ z € z 60¢ ZZAYA

000T 00T 0T 0 (b3 /bw) sbesoq

IIA A ITI I :dnoxn

(T1) SV FTVIN Y04 SHNNTOA 4S0d TArTddv ATIVA NVAN

(QANNILINOD) 1 4714V.L

pLST1-uodud

syey o[eIN Ul Apmig Ae(I-87
Ayorxo ], eune( oso(g-pereadoy CepST-H




lmm..

180 YQSL UiBNCO (o sen( pozjiueg Auedwoy

‘3893 puoxl exajsdasg-sxsayuyouor Aq 50°0 > d 3@ €50uULAISIITP uedTITuBTS ATTENTISTIRIS OU 8ism BIBYI,

(U) UOT3RTIADO DPIARPURIS

ueop i8e paztxenwns evieqg

(oT)8 €T (ot)€e oz (0T)E°0€ (0T)T 0€

T°18¢€ L°09¢€ 8 '¥8¢ ¥°89¢€ 8TAVA
(0T)8 %2 (o1)€E°8T (0T)T-8¢2 (oT)%°0¢€

S 69€ A v 8LE 1°09¢ yZAYA
(01)€" €T {ot)e ot (0T) ¥ 8¢ (0T)9° 92

z°'19¢ 1°8¥%¢ 9°0LE 9°'54¢ TZXv¥d
(oT)L 12 (0T)%° 91 (0T)S"g2 (0T)9° 82

v LYE T'€€€ 8-95¢ 9°G%¢€ LTAYA
(0T) % LT (0T)P ST (0T)6' 22 (0T) 1" LZ

¥ LEE 9°€2¢ S G¥E v pEE yTAYA
(0T)0 LT (oT)Z €T (oT)9°0C (oT) € LT

L°GZE i ARARS € TE€ 0-€zge 0TAYA
(0T)Z 9T (o)L 1IT (0T)8°6T (0T)8°S¢

T°TTE 9°%0¢ € ETE L7 LOE LAYA
(0T)T &1 (0T)E'T1T (0T)O LT (01)6°2C

v 66¢ 1°96¢ 9°L62 S P62 £AvYd
(oT)T 21" (0T)O"TT (0T) % ST (0T)TI'6T

L %82 ¥ 082 £ €82 9°8L2 0AYd

000T 00T 0T 0 (B3 /6bu) ebesog

IIA A III I :dnoan

(8) SLVY ATVIN 40 SLHDIAM AdOd NVAN

CHIIVL

pLS1E-uogn(g

syey oeIN Ul Apmig Ae(-8z
Ayorxo [, ewiro(g aso(J-pereaday G¢pST-H

(




Ivml

Cmm

1610 YOSL UBRICT JouU S60() POZHULY AuBdws; _ _ |

‘3s89) pusiay eijsdiasg-srseuduocr Aq §0°0 > d 1B S9OUSISIITP JURDTITUBTS ATTRDTISTIL]S OU SI8M BIBYL

(U) uOIlRTASQ PIRPUEIS

uespy igse psZTaenuns evijed

(0T) T 12 (0T)S" LT (oT)T €T - (0T)S°ST

5°96 £°08 9° 10T 6°68 82 AYd~0AYAd
(0T)L°9 (0T)9°6 (0T)¥°6 (0TS L

9°'TI 6° L 59 €8 8ZAVA-H¥ZAYA
(oT)e L {01)9'4 (o1)2"S (01)S°9

£°8 9° L 8L S ¥ PZAYA-TTAYA
(01)9"9 (0T)6°9 (0T)8"9 (0T)T"L

8 €1 021 6°€T 0°0T TZAYA-LTAYA
(01)6°6 (oT)9"9 (oT)L"¢€ (0T)S° s

0°0T S'6 Z'TT AR LTAYA- ¥ TAYA
(ot)o ¢ (oT) %" v (oT)6° % (0T)8'S

L°TT £€°8 € PT prIT , PIAYA-0TAVQ
(oT) "% (oT)1°9 (0T)6°S (ot)z'%

9° BT L 0T 6°LT €°ST 0 TAYA- LAY
(o1)S'¥% (0T)¥° & (0T)s°s (ot)Z" 8

L°TT 9°6 8°'ST A LXYA-€AVA
(oT)0°'6 (oT)s'9 (0T)9-s (o1)2°L

L %T 9 %1 £ 9T 6°ST €AYA-0X¥A

000T 00T 0T 0 (B3 /Bw) sbesoq

IIA A IIX I :dnoasn

(3) SLVY HTVIA 40 SNIVD LHOIEM AAOd NVAN
¢ HIdVL
yLS1Tuogng s1ey S[e U1 ApmiS Ae(g-87

Aorxo, peura(y eso(1-pareadoy :GEpST-H




Imml

180 YOS wigjuoo jou seoy ‘pezijiueg Auediviog

3503 puoxq exjsdisg-sisewspuor Aq §0°0 > d 3B SIDUSISIITP questzTubTs ATTEOTISTILIS OU SIS9M DIDYL

(u) uoTleTASC PIRpURIS

uesi s UNNH,HMEEdm eled

(0T)S°T (0T)6°0 (oT)e"T (oT)€e'T

0°LZ 1°9¢ 692 L 92 8ZAYd~ 0XYA
(0T)T°T (oT)€e"T (oT)e"1 (0T)6°0

§° LT z'LT ' LT € LT 8ZAYA-TTAYA
(01)6° 1T (0T)0°T (oT)9°T (0T)¥%°T

Z°LT 1°9¢2 6°92 $°92 TZAYA-HTAVA
(0T)9°T (oT)T°T (0T)8°T (0T)L'T

1 LT 9°qC 6792 9°92 TTAVA-LAYA
(0T)T°2 (0T)9°T (6T)9°T {(oT)T°2

192 9°5Z z 9z L°92 LXYd~-0AYd

000T 00T 0T 0 (631 /6u) sbesoq

IIA A 11T I s :dnoan

(fep/3) SIVI HTVIN A€ NOLLIWNSNOD AO04 ATIVA NVAN

ACULAAN

pLSTT-yuodnd

(

syey o[eA ul ApmS A2(-8T
Aprxo]; reuiod aso(q-pereaday] :cEyST-H




lom..

343 YOS L Ujeics jou sso( “pezijjueg Auedwo)

"q897 puaxy exisdisg-oxsoyuyouor Aq S0°0 > 4 je SSOUSIDIITR IJUBDTITULTE ATTEOTISTIRIS OU 2I89M SISYL

(u) uorlerasq DPIRPURIS

uesp 8 pozZTaewuns ejeqg
(oT)€20° 0 (ot)zzo-o {(0oT) L2000 (0T)LTIO0"O
LZT'0 60T°0 YET' O 0Z1°0 8ZAYA-0AYA
(0T)9€0°0 (0T)8%0°0 (0T)%90°0 (0T)6€0°0
€0T°0 I80°0 €L0°0 LS00 8ZAVA-TZAVA
(0T)ESO" O (0T)LF0°0 (0T)¥€0°0 (0T)O%0°0
€ZT 0 LIT O ZET'0 STIT°0 1ZAVA-¥TAYA
(0T)6€0°0 (0T1)9%0°0 (0T)TI%0°0 (0T)LZ0"0
6ET°0 901" 0 69T°0 €%T 0 PTAYA- LAYA
(0T)0S0°0 (0T)®E0" 0 (0T)¥E0°0 (0T)SS0°0
I%1°0 ‘GET'0 €9T°0 TST 0 LAY - 0AYA
000T 00T 0T 0 (B31/Bw) sbesog
IIA A III I :dnoan

(paumsuod pooj 3/ured jySrom Apoq 5)
SLVA HTVIN 40 ADNHIDIAIH AOOd A'TIVA NVAIN

CHIdV.L

pLSTIuodng ? s18Y] o[BI Ul ApmiS AB(]-87
Ayorxo ], eurra(g aso(-payeadey GevST-H

( _( (




IN;MI

190 YOS UIBIICD ;0u seo(] "pezijjueg Auedwoy

1893 pueal sbejtuay-ueryood Aq §0°0 > d Je SOOUSADIITP JUEDTITUBTS ATTEOTISTILIS OU DISM SIBY]

*dnoxb 3eya I03 pepaonsx ses uoljleaxssqo ue Aep 3§83 ISATF SUYl JO ULLW |YL - (shed) 39sUO ursy
‘POPIONBI SBM UOTIRATISES]O Ue YDTHM IOF STRWTUR JO ISCUNU 9L, - S0USpPTIOUT

6 8T 8T 61 (8feq) 39suo uesy
(302 ) 2 (01 ) T (%30T ) T - (%02 ) 2 2PUSPIOUT
Terotzxadng
punopm
6 zZ 82 12 (skeq) 13esuo uesy
{s02 ) ¢ (0T ) 1 (%01 ) T (30T ) T ®OUSPTIOUT
SSOT ITeH
€ (sheq) 219suU0 uesy
o] 0 (202 ) ¢ 0 9puLIpIOUT
SBON
62 (sfeg) 3@suo uesy
(0T ) T 0 0 0 8oUSPTIOUL
ybtx 24y
' ebxeyosIq
0T oT 0T 0T unoy) [ewuTuy
000T 00T 0T 0 (B3 /bu) abesoq
IIA A 111 I dnoxn
SIVA 4TVIA NI SNOLLVAIISHO TVIINITD 40 AIVININNS
9HTIdVL
PLSTI-wodng syey ofely ut Apmg Ke(l-87

Ayorxo, [eurta(g sso(g-pareadsy :SeyST-H




leI

191 YQS L uBiuco jou ssog pezjjueg Ausdwos

0T
(802 ) T

[e)}

(302 ) ¢

(%01 )

—t

($00T) OT

(50 ) 0

0t
000T
IIA

LT ST

(30T ) T (30T ) T
€1 Le

(30T ) T . ($0T ) T
€ 4

(30T ) T (302 ) ¢
L ]

(g001) oOT (%001) oOT
12

($0T ) T 0

0t 0T
00T 0T
A IIT

(%02 )

(30T )

6T

12

(skeq)

(sfkeq)

(sheq)

(s&eq)

(sheq)

SIVY HTVIN NI ONISOJ LSOd — SNOLLVAYHSHO TVIINITD 40 AdVININNS

LHTAVL

Jo8uU0 uesK
souspToul

TeIoTII8dNng
punop

198U0 URS|H
oDULPTOUL

Sg0T ITeH

388U0 Uesn

souapIOUI
osON
19SUC UBS| ,
edouUSpIOUL
okyg
sbxeynsIg
1985U0 UeSH
sduspIOUI
Hxeq

SUOTIPAISSO SAH

JUNOD TRWTUY
(B3 /bm) sbesoq
dnoxp

pLSTTuOdN(

siey Qe uf Apmg Aeq-87

Ayorxo, feurto(] 9so(f-pereaday :SEHC7-H

(




lmml

I3 VYOS bBius jou ssog ‘Pozijiueg Auedwiog

‘18973 puaxl 9belTuIY-UeIydo) Aq §0°0 > d 1 SOOUSISIITP JUeDTITUSTS ATTROTISTILIS OU 2I8M I8

-dnoxb eyl IO POPIOOSI SBM UOTIRAISSHO Ue Aep 3§03 3ISITF oYl JO uesw 9yl - (sfeq) 319sU0 uesy
i ‘POPIODSI SeM UOTJRAISSOO Uk UYDTUM I0J STRUTUR JO IDqUNU O, — 2DUSPTOUT

0 4
(02 ) ¢ (s0Z ) ¢
0T 0t
0001 001
IIA A

7T T (sheq) a3esuc uesy
1 (3507 ) ¥ SDUSPTIOUT

soed
SUOTIRAISESQD USTTOMS

0T 0T uno) Tewiuy
0T 0 (B31/Bu) abesog
IIT I dnoxn

SLVY HTVIN NI ODNISOQ LSOd —~ SNOLLVAYISHO TVOINI'TO 40 AdVININNS

(@ANNILINOD) L 19V .L

pLS1T1-104n(

s1ey ORIN I Apmig Ae([-87
ALoixo ], [euna(g sso(g-pereaday CepsT-H

( (




H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574
Caa
TABLE 8
PERCENT SURVIVAL OF MALE RATS
Group: I I v VI
Dosage (mg/kg) 0 10 100 1000
Days on Test
0 100 100 100 100
7 100 100 100 100
14 100 100 100 100
21 100 100 100 100
28 100 100 100 100
Number at study start 10 10 10 10
Alive on test day 28 10 10 ‘10 10
Percent Survival = (Number of rats alive/Number of rats at risk)*100
Number of rats at risk = Number at study start.
- There were no statistically significant decreases in survival.
o ~ .
; Company Sanitized. Nraa nay nnviain TRAA CRY
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~ H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats

DuPont-11574

TABLE 9

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

Group I Group I1I Group V Group VII
0 mg/kg 10 mg/kg 100 mg/kg 1000 mg/kg
RBC (x10%/uL)
DAY 29 8.32 7.95% 7.95° 8.01
0.34(10) 0.36(10) 0.36(10) 0.27(10)
HGB (g/dL)
DAY 29 16.3 15.9 15.6* 15.6*
0.6(10) 0.6(10) 0.6(10) 0.3(10)
HCT (%)
DAY 29 48.2 46.6 46.0* 45.8%*
1.8(10) 1.1(10) 1.8(10) 0.9(10)
MCYV (f1)
DAY 29 58.0 58.7 57.8 57.1
1.8(10) 1.8(10) 1.4(10) 1.8(10)
MCH (pg)
DAY 29 19.6 20.0 19.6 19.4
0.5(10) 0.6(10) 0.6(10) 0.5(10)
MCHC (g/dL)
DAY 29 33.8 34.0 34.0 34.0
0.3(10) 0.6(10) 0.6(10) 0.4(10)
RDW (%)
DAY 29 11.0 11.1 10.9 11.1
0.5(10) 0.4(10) 0.3(10) 0.5(10)
ARET (x10°%/uL)
DAY 29 177.4 190.5 172.6 185.1
49.9(10) 42.2(10) 54.5(10) 35.5(10)
PLT (x10%/uL)y
DAY 29 1186 1277 1326 1265
115(9) 125(8) 157(10) 175(8)
WBC (x10%/uL)
DAY 29 12.05 12.17 12.85 14.66
3.27(10) 3.04(10) 2.15(10) 2.42(10)
ANEU (x10%pL)
DAY 29 1.70 1.59 1.37 2.00
0.91(10) 0.57(10) 0.21(10) 0.72(10)
ALYM (x10%/uL)
DAY 29 9.61 9.85 10.72 11.69
2.32(10) - 2.77(10) 2.14(10) 11.82(10) -

Company Sanitized. Neas not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

TABLE 9 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

Group 1 Group II Group V Group VII
0 mg/kg 10 mg/kg 100 mg/kg 1000 mg/kg
AMON (x10%uL)
DAY 29 0.31 0.27 0.31 0.41
0.12(10) 0.06(10) 0.07(10) 0.13(10)
AEOS (x10°/uL)
DAY 29 0.17 0.21 0.19 0.25@
- 0.07(10) 0.09(10) 0.06(10) 0.05(10)
ABAS (x10°/uL)
DAY 29 0.12 0.11 0.09 0.14
0.04(10) 0.03(10) 0.04(10) 0.06(10)
ALUC (x10%/uL)
DAY 29 0.14 - 0.14 0.17 0.17
0.06(10) - 0.08(10) 0.06(10) 0.08(10)
Data arranged as: Mean

*

Standard deviation (Number of values included in calculation)

Groups with identical values may vary in statistical significance, because tabulated statistics are rounded to
fewer decimal places than the values used for statistical determination.

Statistically significant difference from control at p < 0.05 by Dunnett/Tamhane-Dunneit test.
Statistically significant difference from control at p <0.05 by Dunn's test.

Company Sanitized. Does net contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats DuPont-11574

TABLE 10

SUMMARY OF CLINICAL CHEMISTRY VALUES FOR MALE RATS

Group I Group III Group V Group VII
0 mg/kg 10 mg/kg 100 mg/kg 1000 mg/kg
AST (U/L)
DAY 29 109 112 145@ 157@
14(10) 8(10) 41(10) 79(10)
ALT (U/L)
DAY 29 50 60 100@ 1@
8(10) 15(10) 37(10) 66(10)
SDH (U/L)
DAY 29 12.8 13.5 20.6 13.9
2.9(10) 3.8(10) 10.5(10) 5.0(10)
ALKP (U/L)
DAY 29 201 214 225 274*
37(10) 37(10) 46(10) 52(10)
BILI (mg/dL)
DAY 29 0.09 0.12 0.12 0.12@
0.03(10) 0.02(10) 0.01(10) 0.04(10)
BUN (mg/dL)
DAY 29 15 15 15 15
2(10) 2(10) 2(10) 2(10)
CREA (mg/dL)
DAY 29 0.38 0.39 0.42 0.41
0.04(10) 0.03(10) 0.05(10) 0.04(10)
CHOL (mg/dL)
DAY 29 43 51%* 51* 57*
6(10) 5(10) 7(10) 6(10)
TRIG (mg/dL)
DAY 29 30 44 45 56@
10(10) 15(10) 15(10) 19(10)
GLUC (mg/dL)
DAY 29 91 97 97 101
8(10) 13(10) 9(10) 10(10)
TP (g/dL)
DAY 29 6.7 6.7 6.5 6.7
0.2(10) 0.3(10) 0.2(10) 0.2(10)
ALB (g/dL)
DAY 29 43 4.2 4.1% 4.1
0.2(10) 0.1(10) 0.2(10) 0.110)

Company Sanitized. Does nct contain TSCA TBY
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats

DuPont-11574

TABLE 10 (Continued)

SUMMARY OF CLINICAL CHEMISTRY VALUES FOR MALE RATS

Group 1 Group III Group V Group VII
0 mg/kg 10 mg/kg 100 mg/kg 1000 mg/kg
GLOB (g/dL)
DAY 29 2.4 2.5 24 2.5
0.2(10) 0.3(10) 0.1(10) 0.1(10)
.CALC (mg/dL)
DAY 29 10.8 10.8 10.5 10.5
0.4(10) 0.4(10) 0.3(10) 0.2(10)
IPHS (mg/dL)
DAY 29 8.1 8.0 7.9 8.0
0.5(10) 0.5(10) 0.5(10) 0.4(10)
NA (mmol/L)
DAY 29 150.0 149.8 149.7 149.0
1.5(10) 1.6(10) 1.2(10) 1.4(10)
K (mmol/L)
DAY 29 6.19 6.05 6.22 5.99
0.22(10) 0.40(10) 0.39(10) 0.32(10)
CL (mmol/L)
DAY 29 102.4 102.5 103.9 102.5
1.6(10) 1.9(10) 1.5(10) 1.4(10)
PFLU (ng/mL) :
DAY 29 0.1 0.1 0.1 0.1
0.0(10) 0.0(10) 0.0(10) 0.0(10)
Data arranged as: Mean

*  Statistically significant difference from control at p < 0.05 by Dunnett/Tamhane-Dunnett test.

Standard deviation (Number of values included in calculation)

@ Statistically significant difference from control at p < 0.05 by Dunn's test.

Company Sanitized. Dogs not contain TSCA OB}
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats ’ DuPont-11574
EN
TABLE 11
SUMMARY OF URINALYSIS VALUES FOR MALE RATS
Group I ‘ Group III Group V Group VII
0 mg/kg 10 mg/kg 100 mg/kg 1000 mg/kg
VOL (mL)
DAY 29 8.6 10.2 7.7 10.8
7.6(10) 6.3(10) 3.9(10) 3.3(10)
UOSM (mOsm)
DAY 29 1551 1235 1283 9%62@
903(10) 511(10) 328(10) 284(10)
pH
DAY 29 6.8 6.9 7.2 6.8
0.3(10) 0.6(10) 0.7(9) 0.5(10)
URO (EU/dL)
DAY 29 0.3 0.2 0.2 0.2
0.3(10) 0.0(10) 0.009) 0.0(10)
UFLU (pg)
DAY 29 " 14.8 174 19.2 33.9@
o 4.0(9) 4.3(10) 5.3(10) 12.1(10)
UMTP (mg/dL)
DAY 29 111 60 61 34%*
67(10) 28(10) 38(10) 11(10)
Data arranged as: Mean
Standard deviation (Number of values included in calculation)
*  Statistically significant difference from control at p < 0.05 by Dunnett/Tamhane-Dunnett test.
@ Statistically significant difference from control at p < 0.05 by Dunn's test.

Company Sanitized, Does not contain TSCACBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX A

Individual Daily Applied Dose Volumes

Company Sanitized. Does not contain TSCA CBl
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Individual Body Weights
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Individual Food Consumption
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats DuPont-11574
Individual Food Consumption
Food Cons. Food Cons. Food Cons. Food Cons.
g/anm/day  g/anm/day g/anm/day  g/anm/day
Day 7 Day 14 Day 21 Day 28
Male, I 0 mg/kg
665732 27.1 _27.8 28.3 28.2
665733 27 .4 27.4 28.2 28.4
665734 26.1 25.6 25.4 26.7
665735 21.5 22.2 24.3 26.5
665736 28.5 27.6 27.1 27.4
665737 27.3 27.6 26.1 27.1
665738 25.2 26.4 25.9 26.2
665732 28.3 26.7 27.3 28.5
665740 28.1 27.4 26.7 27.2
665741 27.4 27.2 24.5 26.4
Male, III 10 mg/kg
565742 27.8 27.8 27.1 28.4
565743 24.9 24.5 24.5 26.8
665744 26.8 25.8 27.0 27.1
665745 25.0 26.9 27.9 29.9
665746 26.0 27.9 27.1 27.8
665747 26.6 28.6 27.0 27.0
665748 25.7 25.1 24.9 25.2
665749 23.1 24.9 25.5 26.4
665750 27.6 29.8 29.8 28.2
665751 28.4 27.7 27.8 28.3
Male, V 100 mg/kg
665752 26.9 26.6 27.1 28.7
665753 25.8 24.6 25.4 28.0
665754 27.1 27.4 27.7 28.0
665755 27.2 26.5 27.7 28.1
665756 23.3 24.0 25.5 27.3
665757 24.5 26.0 25.6 26.9
665758 22.9 24.7 25.7 28.3
665759 25.2 25.3 25.9 24.3
665760 26.0 26.2 25.7 26.3
665761 27.1 24.7 25.0 26.4
Male, VII 1000 mg/kg
665762 25.7 26.7 26.8 27.8
665763 23.0 29.5 28.2 28.8
665764 24 .4 25.5 26.1 25.7
665765 25.6 26.6 25.9 27.1
665766 28.2 28.3 31.0 28.7
665767 24 .4 24.5 26.0 26.5
665768 27.0 28.5 26.9 27.5
665769 26.6 27.4 29.6 27.2
665770 28.2 28.4 26.5 28.8
665771 22.2 25.2 24.9 26.9

Company Sanitizeq, Don

S not contain TSCA CRY
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats _ DuPont-11574

INDIVIDUAL CLINICAL OBSERVATIONS AND MORTALITY RECORDS

EXPLANATORY NOTES

Clinical observations reported in this appendix were recorded during body weight collection.
Clinical observations recorded post-dosing are not included.

Company Sanitized. Does not contain TSCA TBY
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX E

Individual Clinical Observations - Post-Dosing
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

INDIVIDUAL CLINICAL OBSERVATIONS- POST-DOSING

EXPLANATORY NOTES

Clinical observations reported in this appendix were recorded daily after removal of the test
substance. Clinical observations recorded during body weight collection are not included.

Company Sanitized. Doas no? contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats

DuPont-11574

APPENDIX F

Individual Edema and Erythema Scores

Comuany Sanitized. Does not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

INDIVIDUAL EDEMA AND ERYTHEMA SCORES

EXPLANATORY NOTES

DRAIZE® SCALE FOR SCORING SKIN IRRITATION

Evaluation of Skin Reactions Score

Erythema and eschar formation:

NO EIVHHEIMA .ottt ettt e a et se et s sae st e nerres 0

Very slight erythema (barely perceptible)........ccccocvineniniccvncnmiiniicicenn e 1 (Slight)
Well-defined erythema............cocciriiiininiiicncntece et es s e 2 (Mild)
Moderate t0 SEVETE EITIHEIMA ....ccoveierierecererrieureieses s isecsesseseesseessesssesssssasessesssasesns 3 (Moderate)
Severe erythema (beet redness) to slight eschar formation (injuries in depth) ........... 4 (Severe)

Edema formation:

NO BALING ..ceveeererennieere et ceest e ste st st er s seeaesee st et s st s e e nsensssrassensnens 0

Very slight edema (barely perceptible) .....ccccvvvveireereveniennieencccreceneneenereseesseenns 1 (Slight)
Slight edema (edges of area well defined by definite 1aiSing) .......coocveverevveerernenne. 2 (Mild)
Moderate edema (raised approximately 1.0 mMm) .....cccovrecernnrcrinsenenesessnneneenneens 3 (Moderate)

Severe edema (raised more than 1.0 mm extending beyond the area of exposure). 4 (Severe)

a Draize, J. H.,, "Dermal Toxicity." Appraisal of the Safety of Chemicals in Foods. Drugs and Cosmetics. The
Editorial Committee of the Association of Food and Drug Officials of the United States, Austin, Texas, 1959,

pp. 46-59.

rompany Sanitized. Does not contain TSCACBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX G

Individual Blood Fluorine Levels

Camnznv Sanitized. Doas et contain TSCA CRY
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats

DuPont-11574

Animal
Number

Group

665732
665733
665734
665735
665736

665742
665743
665744
665745
665746

665752
665753
665754
665755
665756

665762
665763
665764
665765
665766

Lo T B T B ]

<< <<< HHEEEH

a  <0.5 is below the limit of quantification

BLOOD FLUORINE LEVELS
TEST DAY 21
Dosage Fluorine
(mg/kg/day) (ppm)
0 <0.5°
0 <0.5
0 <0.5
0 <0.5
0 <0.5
10 5.96
10 <0.5
10 0.97
10 0.52
10 <0.5
100 0.78
100 0.57
100 0.54
100 0.66
100 0.6
1000 1.24
1000 <0.5
1000 <0.5
1000 1.22
1000 1.38

Company Sanitized. Does net contain TSCACHY
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX H

Individual Animal Clinical Pathology Data

Company Sanitized, Does nes Contain TSCA Ry
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats . DuPont-11574
PN
INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA
EXPLANATORY NOTES
ABBREVIATIONS:
General:
ADEQ - adequate
NT - not taken or not performed
OK - sample condition OK for testing
ONS - quantity not sufficient for testing
RNV - result not valid
< =~ less than
Individual Hematology Values:
COND - sample condition
RBC =~ red blood cell count
HGB - hemoglobin
HCT - hematocrit
MCV - mean corpuscular volume
MCH - mean corpuscular hemoglobin
MCHC - mean corpuscular hemoglobin concentration
RDW - red cell distribution width
ARET - absolute reticulocyte count
PLT -~  platelet count
WBC - white blood cell count
ANEU - absolute neutrophil (all forms)
ALYM - absolute lymphocyte
AMON - absolute monocyte
AREQS - absolute eosinophil
o= ABAS -~ absolute basophil
& ALUC - absolute large unstained cell
Individual Red Blood Cell Morphology Values:
NORM -~ Normal
ANIS -~ anisocytosis
MIC ~ microcytes
MAC ~ macrocytes
POLY - polychromasia
HYPO - hypochromasia
ECHI - echinocytes
ACAN - acanthocytes
TARG -~ Target cells
RX - rouleaux
HJB - Howell-Jolly body
- -~ not observed or not examined; see whole blood sample condition
Individual White Blood Cell / Platelet Morphology Values:
NORM - Normal
SM -  Smudge white blood cells
TOX - toxic neutrophils
DB - Do&hle bodies .
VvC -~ vacuolated cytoplasm
BC - Dbasophilic cytoplasm
PCE - platelet clumps / estimate
GP - giant platelets
BP - bizarre platelets
- - not observed or not examined; see whole blood sample condition
=

-ompany Sanitized. Doag not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in

Male Rats DuPont-11574

ABBREVIATIONS:

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)

{Continued)

Individual Clinical Chemistry Values:

SHEM - .
SLIP -
sSICT -~
AST -
ALT -
SDH -

cL -
PHEM  ~
PLIP -

serum hemolysis

serum lipemia

serum icterus

aspartate aminotransferase

alanine aminotransferase

sorbitol dehydrogenase

alkaline phosphatase

total bilirubin

urea nitrogen

creatinine

cholesterol

triglycerides

glucose

total protein

albumin

globulin

calcium

inorganic phosphorous

sodium

potassium

chloride

plasma hemolysis from blood sample for fluoride determination
plasma lipemia from blood sample for fluoride determination
plasma icterus from blood sample for fluoride determination
plasma f£luoride

Individual Urinalysig Values:

QUAL -
coL -
CLAR -
VoL -
uosM -
pH -
uGLu -
KET -
UBIL -
BLD -
URC -
UFLU -
UMTP -

quality (modifies color)

color

clarity

volume

urine osmolality .
the logarithm of the reciprocal of the hydrogen ion concentration
urine glucose

ketone

urine bilirubin

blood

urobilinogen

urine fluoride

urine protein

Individual Urine Microscopic Examination Values:

EPIT -
UWBC -
URBC -
NCRY -~
MICR -~
SPER -

epithelial cells

urine white blood cells
urine red blood cells
normal crystals
microorganisms

sperm

“ompany Sanitized. Does not contain TSCA CBi
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)

NOTES :

When individual animal data are not reported, it may be due to one of the following reasons or
other reasons, all of which are explained in the study records:

the sample was clotted (CLOT)

there was insufficient sample for testing (QNS)
a valid result could not be obtained (RNV)

the sample was not suitable for testing

the animal died prior to sample collection

no sample was available for testing (NSR}

When an individual observation was recorded as being less than a certain value, calculations were

performed on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05 was
used for any calculations performed with that bilirubin data.

Company Sanitized. Does not contain TSCACHY
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX I

Individual Animal Final Body and Organ Weights

Company Sanitized. Doas not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

APPENDIX J

Individual Animal Pathology Data
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

INDIVIDUAL ANIMAL PATHOLOGY DATA

KEY TO APPENDIX

LESION GRADING:

Histopathology changes are described according to their morphologic character, distribution and
severity. The distribution (extent of tissue involvement) is indicated, where appropriate, by
modifiers such as focal, multifocal, diffuse, unilateral, bilateral, etc. A severity score, if
appropriate, is also assigned as follows:

MINIMAL: The amount of change present barely exceeds that which is considered to be within
normal limits.

MILD: In general, the lesion is easily identified but of limited severity. The lesion
probably does not produce any functional impairment.

MODERATE : The lesion is prominent but there is significant potential for increased severity.
Limited tissue or organ dysfunction is possible.

SEVERE: The degree of change is either as complete as considered possible or great enough
in intensity or extent to expect significant tissue or organ dysfunction.

COMMENT :

Grades minimal through severe represent progressive involvement/severity along a continuum with
minimal lesions being the least severe and severe lesions being the most severe. While the
grades refer to the morphologic characteristics of lesions, they also indicate their relative

Voo bioleogic significance.

Gross observations listing multiple masses for a tissue are distinguished with letters (i.e., A,
b, ¢, d, etc.).

Company Sanitized. Ross net cantain TSCA CBi
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal

Dose Group : I 0 mg/kg Sex: Males

665732 Terminal Sacrifice
Killed on Day : 29

Pathology Data

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH

665733 Terminal Sacrifice

Killed on Day : 29

Animal is signed off from necropsy

Gross Pathology :

No ‘Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :
LIVER : :

KIDNEYS

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.

NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

665733 Continued on the next page

Company Sanitized. Does not contain TSCA CB!
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

AT
Individual Animal Pathology Data
Dose Group : I 0 mg/kg Sex: Males
Animal Ref Microscopic & Macroscopic Findings
665733 Continued from previous page
Histopathology :
No Microscopic Abnormality Obsexrved :
THYROID GLAND, SKIN, TEETH
665734 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
Histopathology :
LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, PFOCAL, minimal.
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
KIDNEYS :-
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.
No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH
665735 Terminal Sacrifice
Killed on Day : 29
AT, Animal is signed off from necropsy
Grogs Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
665735 Continued on the next page

Company Sanifized. Does not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : I 0 mg/kg Sex: Males

Animal Ref Microscopic & Macroscopic Findings
ses73s Contimued from previous page
Histopathology :
LIVER

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Obsexrved :
KIDNEYS, THYROID GLAND, SKIN, TEETH

665736 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.

KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

Company Sanitized. Nass nat eaniain TROA CBI
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H-25435: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats DuPont-11574
Individual Animal Pathology Data
Dose Group : I 0 mg/kg Sex: Males
Animal Ref Microscopic & Macroscopic Findings
665737 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
Histopathology :
LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
No Microsgcopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH
665738 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
Histopathology :
oy LIVER :
& i HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
665738 Continued on the next page
P

Company Sanitized. Doss not contain TSCA CB}
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal Pathology Data

Doge Group : I 0 mg/kg Sex: Males

Animal Ref Microscopic & Macroscopic Findings
665738 Continued from previous page
Histopathology :

No Microscopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH

665739 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
MACROPHAGES, PIGMENTED, FOCAL, minimal.
HEMATOPOIESTIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

KIDNEYS :

NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

665740 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :
No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
665740 Continued on the next page

Company Sanitized. Doas not contain TSCA CB!
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : I 0 mg/kg Sex: Males

Animal Ref Microscopic & Macroscopic Findings
ses720 Continued from previous page
Histopathology :
LIVER

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

665741 Terminal Sacrifice
Killed omn Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :
LIVER :
HEMATOPCIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : III 10 wmg/kg Sex: Males

665742 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665743 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665744 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665745 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Obsexrved :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal Pathology Data

III 10 mg/kg Sex: Males

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, THYROID GLAND, SKIN,

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, THYROID GLAND, SKIN,

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, THYROID GLAND, SKIN,

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology

Dose Group
Animal Ref
665746
665747
665748
665749

P «

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, THYROID GLAND, SKIN,

TEETH

TEETH

TEETH

TEETH

Company Sanitized. Does no! contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : III 10 mg/kg Sex: Males

665750 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Obgerved :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665751 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA CBI
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H-254335: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Doge Group :

665752

Individual Animal Pathology Data

V 100 mg/kg Sex: Males

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

665753

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

665754

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

TESTES : -

LARGE, BILATERAL, mild.

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665754 Continued on the next page

Company Sanitized. Does not contain TSCA CBI
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

665754 Continued from previous page
Histopathology :

TESTES :
NO MICROSCOPIC EVIDENCE OF MACROSCOPIC FINDING.

No Microscopic Abnormality Observed :
TESTES

665755 Terminal Sacrifice

Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665756 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

 Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

565757 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA cR!
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats : DuPont-11574

Individual Animal Pathology Data

Dose Group : V 100 mg/kg Sex: Males

665758 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665759 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

665760 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

KIDNEYS :
DILATATION, UNILATERAL.

No Macroscopic Abnormality Observed :
LIVER, THYRQID GLAND, SKIN, TEETH

665760 Continued on the next page

Company Sanitized. Does not contain TSCA CB}
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : V 100 mg/kg Sex: Males

665760 .Continued from previous page
Histopathology :

KIDNEYS :
DILATATION, PELVIS, UNILATERAL, mild.

665761 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Company Sanitized. Doas nat conlain TSCA CB!
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H-254335: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal Pathology Data

Dose Group : VII 1000 mg/kg Sex: Males

665762 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopatholegy :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH

565763 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Obsexrved :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
665763 Continued on the next page

Comnany Sanitized. Doas not contain TSCA CBIl
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : VII 1000 mg/kg - Sex: Males

665763 Continued from previous page
Histopatholoeogy :

KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

665764 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :

. NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA CB!
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Doge Group : VII 1000 mg/kg Sex: Males

665765 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.

No Microscopic -Abnormality Observed
KIDNEYS, THYROID GLAND, SKIN, TEETH

665766 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
O HEMATOPOIESIS, EXTRAMEDULLARY, minimal.

KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

665766 Continued on the next page

Cotnipany Sanitized. Does not contain TSCA CB!
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H-254335: Repeated-Dose Dermal Toxicity

28-Day Study in Male Rats DuPont-11574
f””\
. Individual Animal Pathology Data
Dose Group : VII 1000 mg/kg Sex: Males
Animal Ref Microgcopic & Macroscopic Findings
565766 Continued from previous page
Histopathology :
No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH
565767 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
Histopathology :
LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
TEETH :
HEMORRHAGE, mild, peridontal .
INFLAMMATION, ACUTE, mild, peridontal .
No Microscopic Abnormality Observed
KIDNEYS, THYROID GLAND, SKIN
665768 Terminal Sacrifice
A Killed on Day : 29
! Animal is signed off from necropsy
Gross Pathology
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH
665768 Continued on the next page

Company Sanitized. Dozs not contain TSCA CB!
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal Pathology Data

Dose Group : VII 1000 mg/kg Sex: Males

Animal Ref Microscopic & Macroscopic Findings
665768 Comtinued from previous page
Histopathology :
LIVER :

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, THYROID GLAND, SKIN, TEETH

665769 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology

No ‘Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :
HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
NECROSIS, HEPATOCELLULAR, FOCAL, minimal.

KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA GBI

- 152 -




H-25435: Repeated-Dose Dermal Toxicity :
28-Day Study in Male Rats DuPont-11574

Individual Animal Pathology Data

Dose Group : VII 1000 mg/kg Sex: Males

665770 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :

LIVER :

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

KIDNEYS :

NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

665771 Terminal Sacrifice
Killed on Day : 29
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, THYROID GLAND, SKIN, TEETH

Histopathology :
LIVER

HEMATOPOIESIS, EXTRAMEDULLARY, minimal.
665771 Continued on the next page

Company Sanitized. Does not contain TSCA CBY
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H-25435: Repeated-Dose Dermal Toxicity
28-Day Study in Male Rats

DuPont-11574

Individual Animal Pathology Data

Dose Group : VII 1000 mg/kg Sex: Males

Animal Ref Microscopic & Macroscopic Findings
ses771 Continued from previous page
Histopathology :
LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
THYROID GLAND, SKIN, TEETH

Company Sanitized. Does not contain TSCA CBY
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